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Topics

* Ph +ALL
* Abstract N 439: GIMEMA ALL 2820 for newly diagnosed Ph+ ALL study. Chiaretti S, et al.
e Abstract N 441: Dasa+ ino for newly diagnosed Ph+ ALL study Patel AA, et al.

e Ph-ALL
* Abstract N 643: Quest trial: final results, Boissel et al

* Abstract N 645: Ven+ ino in R/R patients, Luskin et al
* Abstract 647: MK1045 in R/R ALL Wang Y, et al.
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GIMEMA ALL2820 Phase lll Trial

Frontline treatment of adult Ph+ ALL (218 years, no upper age limit) with ponatinib plus
steroids followed by blinatumomab compared to chemotherapy with imatinib

) )| e
Ex"l,); ‘ E:l(li:ofinducﬁon ‘ eB:lgpi'ii:tlaw
- Ponafinib 30 mg/day Blinatumomab ( ponatinib): - Protocol closed to enrolment in
= until day 70 2 cycles mandatory J 2025
PrealL I steroig H 2: )_ ‘ BN e ‘ BM. priary wanuary. '
=18 yrs end of induction endpoint . .
—J U — - Last patient reached primary
CHT + imatinib C4+ C5+ C6+
18-65yrs (3 cycles until day 70) imatinib imatinib imatinib end point in June 2025.
Control -end o - primal
arm ‘ smﬁcli:nf Srl:tp%int i
= I e NE <
MRD+
— oscr CNS prophylaxis strengthened:
PNQ by o-RT PCR - propnylaxis strengtnenea:
+ad¢_!mon_a| . .
Eroeimentl nd e 15 triple medicated lumbar punctures
control arm

PNQ by g-RT PCR
No additional
genomic lesions

Blinatumomab +
ponatinib

(3 additional cycles)

Strictly monitor MRD

No allo-SCT

CMR

Chiaretti et al, Abs 439
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GIMEMA ALL2820. Patients’ features (n=236)

Age, median (range)

>65 years (%)
Gender: M/F (%)
WBC x10%/1, median (range)
230x10%1 (%)
270x10%1 (%)
CNS+
p190 (%)
p210, p190/210 (%)
IKZF1Pus (%)

Chiaretti et al, Abs 439

Experimental

arm N=158
56.5 (19-84)
44 (28)
79/79 (50/50)
10.5 (0.1-244)
43 (27)
16 (10)
15 (9.9)
111 (70)
41 (26), 6 (4)
52 (34)

Control arm
N=78

55 (21-79)

21 (27) (n=T8)

48/31(59/41) CHR 149 (94.3%) 62 (79.4%)

13.4 (0.7-231) Deaths 4(2.5%) 8 (10.2%)
27 (31)
7(9.3) Refractory 1(1.3%)
11(15)
49 (64) Off-treatment 5(2.8%) 7(8.9%)

24 (31.7), 4 (5.2)

19 (26)

GIMEMA ALL2820. Hematologic responses

0.004
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GIMEMA ALL2820. Molecular responses by ITT

Experimenal No CMR PNQ Overall Overall

arm molecular molecular : molecular
(n=138) responses responses responses
(%) (%) (VD))

End of 84 (53.2) 48 26 74 (46.8) End of 17 (26.9)
induction 0.4 106. Ihduction
After 2 blina 46 (29.1) 82 30 (19) 112 (70.9) After _2ntglina 33 (52.4)

(B Clgé

Control arm
(n=78) p=<0.001

End of 44 (56.4) 28 6 (7.7) 34 (43.6) J
After 4/6 40 (51.3) 29 9 (11.5) 38 (48.7)
CHT cycles* 37.2

*Depending on age Chiaretti et al, Abs 439
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GIMEMA ALL2820. EFS and OS

EFS (0 153
) I 97% (90-100%)
100%1 90% (86-95%) 100% 1 S H—— |
_— | | | ‘ _— 94% (91-98%)
74% (65-85%) 77% (66-91%)
50% - 50% 1
p 0/
25% p =0.0015 5% p = 0.00071
0% 0% 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months Months
Number at risk Number at risk
— ==|158 151 134 100 71 47 27 9 1
Exp. 158 146 129 98 70 47 27 9 1 Eéﬁi 158 11 134 100 79 1 4 : 3
Con 78 61 48 38 26 20 10 2 0 : 31 31 26 22 17 12 5 1 0
- - - - - - - - - Crossover v v v | . . v Y
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months Months

Chiaretti et al, Abs 439

Median follow-up: 23.4 months (0.1- 48.5)
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GIMEMA ALL2820. Conclusions

- The first results of the phase Ill GIMEMA ALL2820 trial show for the first time, in a head-to-head
comparison, a significant advantage of a chemo-free, targeted/immunotherapeutic based
approach over a TKl/chemotherapy strategy, with higher CHR and MRD responses, fewer deaths
and improved EFS and OS.

* & Noviizl clzll Wigeiire)
S
[

- Anincrease in MRD negativity and less relapses have so far been observed compared to the D-
ALBA trial.

- Abiology-driven transplant allocation strategy appears to be feasible and effective.

- Quality of life.

Chiaretti et al, Abs 439
]



Primary efficacy analysis of phase Il study investigating tyrosine
kinase inhibitor (TKIl) and inotuzumab ozogamicin-based therapy J\JJ\/JF | (] J \/Jgetj J

for newly diagnosed Philadelphia-chromosome positive acute , o

lymphoblastic leukemia (Ph+ ALL) clai]fz] JJLJ azl AprleriezinEl
Anand A. Patel, Adam S. DuVall, Caner Saygin, Howard Weiner, Emily Dworkin, Afsheen Noorani, Jamie Mathews, Angela

4 =
al =1 to "
A i R ’ L \. S
Lager. Sandeep Gurbuxani, Peng Wang, Rafael Madero-Marroquin, Austin Wesevich, Gregory W. Roloff, Mariam T. Nawas, .

Michael W. Drazer, Satyajit Kosuri, Michael Thirman, Richard A. Larson, Olatoyosi Odenike, Theodore Karrison, Wendy Stock
Torino, 19-21 Febbraio 2026

Initial Treatment Schema (1) : InO + TKI

Course 1: Course 2: Course 3: Course 4: Course 5**:
28 days 28 days MR4 84 days 28 days 84 days
or
Dasatinib_ Dasatinib_ better | pasatinib Dasatinib Dasatinib
140 mg daily 140 mg daily 140 mg daily 140 mg daily 140 mg daily
Dexamethasone InO POMP* InO POMP*
10 mg/m? days 1-7; 15-22 0.5 mg/m? day 1 0.5 mg/m?
0.5 mg/m? day 8 Day 1 and 15
InO 0.5 mg/m?2day 15
0.8 mg/m? day 8 MR3 Ponatinib Ponatinib
0.5 mg/m? day 15 or Ponatinib 30 mg daily 30 mg daily
0.5 mg/m?2day 22 worse | 30 mg daily
InO POMP*

POMP* 2
15 IT Chemo given over the course of protocol ([))85 r?ga/:; 15 \
Post Course 5 therapy — continue daily TKI y

If worse than MR4,

o p_ i > i i i ) = )
POM Prednisone, Vincristine, 6-MP, MTX OFF PROTOCOL

**Course 5 is administered 3 times

Primary Endpoint: Rate of MR3 (=0.1% by BCR::ABL7 PCR) or better after 2 courses of

Patel AA, et al. Abs N 441 therapy
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Revised Treatment Schema (2)

Course 1:
28 days

Dasatinib
140 mg daily

Dexamethasone
10 mg/m? days 1-7; 15-22

Course 2:
28 days

InO

0.5 mg/m? day 1
0.5 mg/m? day 8
0.5 mg/m?day 15

MR4
or
better

INO + TKI

Jge

t‘ﬁwnemcana

Torino, 19-21 Febbraio 2026

15 IT Chemo given over the course of protocol

Post Course 5 therapy — continue daily TKI
*POMP — Prednisone, Vincristine, 6-MP, MTX
**Course 5 is administered 3 times

MR3
or
worse

Course 3:
84 days

Dasatinib
100 mg daily

POMP*

Course 4:
28 days

Dasatinib
100 mg daily

Course 5**:
84 days

Dasatinib
100 mg daily

POMP*

Ponatinib
30 mg daily

POMP*

Ponatinib
30 mg daily

If <MR4 add:
InO

0.5 mg/m?day 1
0.5 mg/m?day 15

Ponatinib
30 mg daily

POMP*

[

If worse than
MR4, OFF
PROTOCOL
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Patient Characteristics (N=21)

Demographics Laboratory Values at Diagnosis

Median Age (range) 60 (21-79) WBC (10%/uL), median | 12.3(1.2-149.2)
(range)

Female 57% WBC = 70K/pL 19%

Race/Ethnicity Platelet Count 34 (12-224)

Non-Hispanic White 53% (103/pL), median
(range)

Non-Hispanic Black 24% Hemoglobin (g/dL), 8 (5.9-12.6)
median (range)

Hispanic 14% % CD22 expression on | 93 (33-99)

blasts, median (range)

Not Reported 10%

p190 67% IKZF1 aberration 38%
0210 29% IKZF1plus® 14%
atypical 5%

*defined per Foa et al, NEJM 2020

Patel AA, et al. Abs N 441
]
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Molecular response oS

End of Course 2 Response Best Response by End of Course 3 Total Cohort (21 patients)

QOverall Survival from the Time of Treatment Initiation .
+ Median follow-up 2.1 years

1.00
—Hﬁj oa , + 0 patients received allogeneic transplant
%0‘75 + 0 CNS relapses
E}“” SIS + 1 post-protocol systemic relapse
gm + Features at diagnosis: p190, WBC270K, /KZFTm
+ Features at relapse: /KZFTm, ABLTT315I
0 : i : : — * Adeaths (3off-protocol, 1 on protocol)

Years v 2 due to sepsis
+ T dueto Gl bleed

s MR4 = MR3 mCR sMR4 = MR3 = CR :
Number at risk

CR = <% blasts on bone marrow biopsy with ANC >1000 and Plt > 100 1 o " i ; 1 | '
MR3 =<0.1% by BCR:-ABL1 PCR and meeting CR criteria : 1' : z T : Of"PfOtOCd death dU”ﬁg Course > respiratory
MR4 =<0.01% by BCR::ABLT PCR and meeting CR criteria Years felure due to pneumonia and COPD)

Strata

Patel AA, et al. Abs N 441
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e dcty RProlile — (Gkace S ve nis

Anemia 19% Abdominal Pain 10% Muscle Weakness 10%
COVID-19 19% Anorexia 10% Neutropenic Fever 10%
Dyspnea 19% Bacteremia 10% Neutropenia 10%
Pneumonia 19% Elevated 10% Pancreatitis 10%

Transaminase

Respiratory Failure 10%

Fatigue 14%

T e Encephalopathy 10% Upper Respiratory 10%
e ° Fever 10% Infection
1t1 0,
Nausea/vomiting 14% Intracranial 10% Veno-Occlusive
Thrombocytopenia | 14% hemorrhage Disease**

**VOD occurred 9 days after Course
| and 24 days after Course |l, both
patients treated on Schema 1

*Grade 3+ events noted in 22 patients are listed

Patel AA, et al. Abs N 441
]
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Conclusions

« Dasatinib + InO-based induction has high rates of XMR3 after 2 courses of therapy

+ VOD was noted in 2 of 7 patients treated with Schema 1; no VOD has been observed in
patients treated with Schema 2

« Transitioning patients from dasatinib to ponatinib if a MR4 is not achieved after 2 courses leads
to deepening of response

- All patients treated have achieved either MR4 or MRD- by NGS by the end of Course 3

« 76% EFS with median follow-up of 2.1 years; there have been 0 CNS relapses and no
patients have received allo-HCT

« This is a highly effective regimen with efficacy/safety similar to TKI + blinatumomab based
approaches

Patel AA, et al. Abs N 441
]
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BEBlimnatumomab Consolidation

imn Hish-risk Philadelphia Cchrormosornme-negsative
B-cell Acute Lymphoblastic Leukemmia imn Adulcs:
Fimnal Report ofthe GRAALL 201A4A//B-QUEST Study

Nicolas Boissel, Francoise Huguet, Thibaut Leguay., Mathilde Hunaulc, Rathanmna Kirm., Yosr Hicheri., Marie Passert,
Patrice Chhevallier, Marie Balsat, Cedric Pastorert, Eric Delabesse, Sebastien Maury, Annmne Thiebaurct,

Florence vanmn Obbergh, Thomas Cluzeau, Martine Escoffre-Barbe, Nicole Straetrmans, Johanmnnmna Konmnopacki.,

Amine Belhabri, Alban Villate, Florence Pasquier, loamna Vaida, Laurence Sanmnhes, Sabine Blurm, Masda Alexis,
Mathilde Lamargque, Laure Farmnaullo, Celine Berthhon, Veronigqu e Lheritier, Norberct iIfrah, Carlos Grau>xx,

Ywves Chalanmndon, Ermmanuelle Clappier, Herve Dombretc

ALLO if Very High-Risk criteria:
HSCT - MRD1 = 10°? (or induction failure)
cy/Tert - MRD2 = 10*
R / e SIB/MUD/MMUD _——
__MRD1 _ MRD2 | _MRD3 ) _MRDa
i Stand-by Late Maintenance
Prephase Induction Blocks Conso 1 Conso 2 Intensification Conso 3 24 months
PDN VCR, PDN Nah . VCR, PDN 12x VCR/PDN
DNR, Cy 2.y 8 c c DNR, Cy 6MP
% ll';"" Aspa vty Aspa MTX
+ 2 triple ITs L ' - ' + 2 triple ITs
GRAALL-2014/B-QUEST substudy Late Maintenance
if High-Risk criteria: Intensification 24 months
- MRD1 = 10 (or induction failure)
- IKZF1del VCR, PDN 10x
AT DNR, Cy VCR/PDN
Primary endpoint : DFS Aspa eMP
i ) ) + 2 triple ITs MTX
Required sample size: 95 patients
3y-DFS 50% = 65%, one-sided a=0.05, power=0.9

Boissel N, et al. Abs N 643
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Patients’ flow and features

B-ALL
N=489
= ALlL = QUEST Control p
N=455/ 489 N=94 N=90
(93.1%) Median age (y), range 34 (18-59) 35(18-59) 0.82
; } . Male/Female 51/43 40/50 0.19
B-ALL, SR B-ALL, HR EALLUK | [Ponoksiatooneas Medlap WBC (x10%L), range 12 (1-449) 7(0-637) 0.36
N=173/455 N=259/455 N=23/455 N=17 blinatumomab before C2 Genetlcs (N), %
(38.0%) (56.9%) (5.1%) P e o |_KMT2Ar* 16/94(17) 21/90 (23) 0.36_|
I £ G ey B Ph-like 17/94(18) 16/90(18)  1.00
B-ALL, HR’ startconso?2 ::g ;:L’::":""’"e [ IKZF1del* 37/93 (40) 32/88 (36) 0.65 ]
N=215/259 Ne1 sloHSCT Early outcome **
i Sl CR(N), % 94 (100) 90 (100) 1.00
§ '3 3 CR after salvage (N), % 5(5) 8(9) 0.40
Controlcohort* QUEST cohort** NOE?::: . I MRD1 > 104 * (N), % 68/93 (73) 70/87 (80) 0.29 I
N=90/215 N=94/215 N8 QUEST otudy cosed 2.0%) MRD2 2 104(N), % 41/92 (45) 33/84 (39) 0.54
(41.9%) (43.7%) N=13 notincluded (6.0%)
i <5 *Criteria for high-risk stratification
Dec 2015 Jul 2018 Dec 2020 P S N

Boissel N, et al. Abs N 643
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Consolidation with blinaumomab was beneficial to all subsets

Patients eligible to alloHSCT (VHR)
QUEST vs control

Disease-free survival

Disease-free survival VHR patients, by alloHSCT
VHR patients (time-dependent analysis)
1004 1004 1“ - Blin, no alloHSCT
l.-l I 1 J
J.8C 0.80 4
g Blinatumomab . - T - Blin, alloHSCT
s _ P S SR T s T el e gt
2 0 60 | Pr— stk s IU-— ]
3 = | [ R e, S s o e e e ' 3
3 k- Chemo, alloHSCT
2 o040 L PO £ o040
2 Chemotherapy P
Z 3
o
0.2C 0.20
Chemo, no alloHSCT
AlloHSCT:  Blin vs Chemo, HR 0.76, 95%CI[0.39-1.50]
HR 0.54, 95%C1[0.31-0.95] 0.00 -/ No alloHSCT: Blin vs Chemo, HR 0.18, 95%CI[0.04-0.80]
0 1 2 3 4 5 6 5 1 2 3 ) 4 5 c;
Time(years) Time(years)
Number at risk Number at risk
CHEMO 51 a1 26 21 20 18 16 CHEMOAlOHSCT- st
BLIN 50 ag 34 30 27 13 3

= The benefit of prior blinatumomab in patients who ultimately underwent transplantation was limited
= Despite low numbers, VHR patients who could not be bridged to alloHSCT showed a marked benefit
from blinatumomab

Boissel N, et al. Abs N 643




4

* g NJ\/J'Eé G2IVIEETNY
%" @) POST-ORLANDO 2025 . UEIERSOCIEIRVAMENGANE

Novita dal Meeting della Societa Americana di Ematologia " cl
o] fm,lubg el

Torino, 19-21 Febbraio 2026

Blinatumomab in consolidation for HR B-ALL
Conclusion

» Blinatumomab in consolidation for HR Ph-negative B-ALL improves MRD response and
patient outcome

» This benefit is consistently observed among patient subgroup (age, WBC, Ph-like...)

* The study does not demonstrate an additional benefit of bridging to alloHSCT in patients

with poor MRD response and prior exposure to blinatumomab GRAALL-2024/B

* In the GRAALL-2024 high-risk patients (poor s ;  _
oncogenetics and/or MRD1) who achieved a ” 1 R B
undetectable MRD response after 4 “ | W
binatumomab are randomized to receive . B H __} o

alloHSCT or not

Maintenance

CNS RT 24 months
°
O

. Late
) ) Conso 2
° American Society of Hematology | °M22 Intensification

" Boissel N, et al. Abs N 643 *®

Conso 3
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Venetoclax plus Inotuzumab Ozogamicin for Relapsed and
Refractory ALL: Results of a Phase I Trial

Marlise R. Luskin?', Julia Keating?, Benjamin Frost3, Yael Flamand?, Jacqueline S. Garcia', Richard M. Stone?,
Rebecca Leonard?, Stella L. Jaeckle®, Chase IVl. Weizer?, Jessica Lee?, Jeremy Ryan?t, llene Galinsky?',
Evan C. Chen?, Eric S. Winer?’, Anthony Letai’, Mark. A. Murakami?', Daniel J. DeANngelo®

£ Dose Escalation Dose Expansion Overall
Patients (n=9) (n=14) (N = 23)
Age, median (min, max) 45 (25, 74) 38.5 (24, 73) 39 (24, 74)
Sex, n (%)
Female 5 (55.6%) 6 (42.9%) 11 (47.8%)
Race/ethnicity, n (%)
White, non-Hispanic 6 (66.7%) 8 (57.1%) 14 (60.9%)
Hispanic 2 (22.2%) 4 (28.6%) 6 (26.1%)
Dose escalation: Other 1(11.1%) 2 (14.3%) 3 (13.0%)
: Disease type, n (%)
DL1: 3 patients ALL 7 (77.8%) 8 (57.1%) 15 (65.2%)
2 - LBL 2 (22.2%) 6 (42.9%) 8 (34.8%)
DL2: 6 pat|ents Philadelphia chromosome, n (%)
Negative 7 (77.8%) 12 (85.7%) 19 (82.6%)
X Positive 2 (22.2%) 2 (14.3%) 4 (17.4%)
Dose expansion: Prior lines of treatment
. 1 4 (44.4%) 7 (50.0%) 11 (47.8%)
14 patients 2 5 (55.6%) 5 (35.7%) 10 (43.5%)
3 0 2 (14.3%) 2 (8.7%)
Venetoclax L8 e
Yes 3(33.3%) 2 (14.3%) 5 (21.7%)
2 OO m g ( D L 1) CNS involvement, n (%)
No 8 (88.9%) 13 (92.9%) 21 (91.3%)
400 mg (DLZ) Yes 1(11.1%) 0 1 (4.3%)
Unknown 0 1(7.1%) 1 (4.3%)

Luskin M, et al. Abs N 645
|
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Grade = 3 Toxicities Treatment Emergent

Toxicity N %
Hematologic

Thrombocytopenia 10 435

Leukopenia 9 39.1

Neutropenia S 39.1

Anemia 2 8.7

Leukocytosis i | 4.3
Infectious

Febrile neutropema 2 8.7

Viral pneumonia 1 4.3
Hepatobiliary and gastrointestinal

Hepatic dysfunction 1 4.3

Portal hypertension 1 4.3
Metabolism and nutrition disorders

Failure to thrive 1 4.3
Nervous system disorders

Altered mental status | 4.3
Vascular disorders

Hypotension 1 4.3

* No early mortality

* Most common grade 23 toxicities
were hematologic

* Febrile neutropenia: n=2 (8.7%)
— No sepsis or ICU admission

/ Sinusoidal obstructive syndrome (SOS)\
— n=4, all post-protocol, 3 after HSCT

— Post-HSCT SOS rate: 20% (3/15)
* All treated with defibrotide
» 1 fatal case in a 2"¢ transplant

— One case of non-SOS liver toxicity

Luskin M, et al. Abs N 645

\ with ascites during protocol therapyj
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CR rate:95.5%;
MRD- for flow: 89.9%;
MRD- for NGS:73.3% Median follow-up: 19.6 months

= Median cycles: 2 (range 1-5)

— 1 cycle: 4 patients (17.4%) > o
— 2 cycles: 15 patients (65.2%) 2 - o p:
— 23 cycles: 4 patients (17.4%) ’ =E: Sy i =
- Patient disposition O — s O contaanon e
— HSCT: 15 (68.2%) S —— Venetoclax dose level
« Blinatumomab bridge: 6 o — B Doss lovel 2 - 400 s
— Other consolidation: 5 (22.7%) ?? =§* Ratooras
— Treatment failure: | N — S Shn
1 (4.5%) refractory 2 —
« 1 (4.5%) early relapse ’ e *Treatment Cycle )
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Updated Results From the Phase 1b/2 Study of
MK-1045, A Novel CD19 x CD3 T-Cell Engager,
In Adult Participants With Relapsed or Refractory
B-Cell Acute Lymphoblastic Leukemia
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Open-Label, Multicenter, Phase 1b/2 Study
Study Design (NCT05579132)

Day 1 Day 8 Day 15 and after
Key Eligibility Criteria Priming dose | Intermediate dose Target dose

R/R B-ALL with >5% bone v, QW stof Bt R S

marrow blasts
Refractory to primary induction

therapy or salvage therapy

fl_%elapse within 12 months after Cycles 3-5 Cycles 6-12

irst remission

Second or later relapse )
Ph+ participants had to have 2-step, step-up dosing approach
received treatment with =2 with 28-day treatment cycle

TKIs, or have T315] mutation, | J

Target dose

Target dose Target dose

in addition to the above criteria |
ECOG PS 0-2 Induction Consolidation Maintenance

No treatment-free interval between cycle 1 and 2. After cycle 2, 2-week treatment-free interval between each following cycle

Dose Escalation

Dose levels comprise o 75 patients treated

oLz o, IEEEE 2/20/60 mg dose CR: 75%

2.5/20/40 m 2/20/40 mg
DL6 =

2/20/90 mg: 92%

e CRS gr > 3: 3%
- T
oLA ! ICANS gr>3:0
00300 o T
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Publication Number: 31

Abstract Title : Genomic determinants of treatment outcome and identification of a new genomic subset
of adult acute lymphoblastic leukemia from the ECOG-ACRIN E1910 randomized phase Il trial

Publication Number: 440

Abstract Title : Randomized comparison of ponatinib versus imatinib in combination with chemotherapy
in patients 55 years of age and older with newly diagnosed ph+ ALL: Molecular response and initial
outcome analysis of the EWALL PHO3 Study

Publication Number: 444

Abstract Title : Inotuzumab ozogamicin then blinatumomab for older adults with newly diagnosed, ph-
negative, CD22-positive, B-cell acute lymphoblastic leukemia: Extended follow-up of alliance for clinical
trials in oncology A041703 cohort 1 reveals durable remission and survival

Publication Number: 3345

Abstract Title : Safety and efficacy of surovatamig (AZD0486) in adolescent and adult patients with

relapsed or refractory (R/R) B-cell acute lymphoblastic leukemia (B-ALL): Updated Results from the Phase
1/2 SYRUS study
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Randomised Comparison of Ponmnatinib Versus Imatinib imn Combination
with Chemotherapy in Patients 55 Years of Age and Older with Newly

Diagnosed Ph+ ALL: Wiolecular Response and Initial Outcome Analysis of

the EWWALL PHO= Study

Primary Endpoint

To compare the molecular response to ponatinib and imatinib in combination with EVVALL induction

and consolidation chemotherapy

Defined by a BCR::ABL1 transcript ratio = 0.01%%6 (IVIR4) after consolidation 2

Key secondary Endpoint

To compare the Event Free Survival with ponatinib and imatinib in combination with EVVALL
induction and consolidation chemotherapy

Patients whHo discontinue study treatment becawse of allogeneic (HSCT) are censored

Induction Coms.1 Consm Consml CoasliV Cons.V ConsWVi raa . in year 2)
VCR/DEXA  IDMTX HDAC 1IDRATX HDAC DraTX HDAC Maintenance Therapy (year 2)
VCR/DEX VCRDEX VCR/DEX
goon ,D ‘D vem - oex Jj 1] | 1]
Arm 1: Ponatinib® |
s 4 B A P J P o — 2 =1
Ponatinib 30 .ng ao > k3 ¥ =
L aaa - - T IR - — oy o 3 1
Arm 2: Iimatinib% '
“I] l] I] D I:I * + chemotherapy [ smatme 600 =g GO
-
- A B 3 B =& 3 2 re = . =
Dx — R — £ = e el year 2
> | 200 ma | 600 mg QD > S vem -vex ) 1] A n
—~ . T S — Arm 3: 3
o - a - + Blinatumomab [ Ponsmes 30 ms a0
-
Con Cons. n Cons.m ¥ ¥ -+
P el el — < J A e BEREREACE MO WA -
cont —mo 12 _13 15 18 21 24
Arm 3 —— year 2
S Buna induction 1o sStart S - - a - — - >
Say B =2 ywoeky e R R il e e N e Rl e T K e I
VY 1 atlower dose (Spg) 4 3 s 7 s 10 12 14 17 19 21 4 26 23 30 32 34 35 33 41 a3 s1s2
weeks ~ E ~mo12
S Maintenance with the same TKI as per -
# To be continued indefinitively unless criteria for molecular relapse are met
Ottmann O, et al. Abs N 440 A e

A = = TR e tation to=ting ...nm...n._.may-
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HBCR ABLI positive
4 PR BOCR-ABDL 1ABL 1 (RT $OR) and kg gene roammngomrert (PCR)
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Disposition Responses
, : End of induction phase 1 | After consolidation cycle 2*
Assessed for eligibility (n=83) n (%) n (%)
Rashonce Ponatinib arm Imatinib arm Ponatinib arm Imatinib arm
e P (n=36) (n=36) (n=36) (n=36)
andomized (n=72) Evaluable (n) 34 34 32 29
Started Ponatinib + Started Imatinib + m AR AL 32100) 22130
EWALL CTX (n=36) EWALL CTX (n=36) Partial [ 1(2.9) 0(0) 0(0)
e | 0@ 0@ | aEd
=S > Off study before 1° end-point* ¢seseesseseees
00) 00) 00) 00)
sWithdrawn, status P=e) i
unknown (n#2) _ 700 T
sLostto FU (ne1) = - = Ponatinib arm (n=34) ¢
% o = Imatinib arm (n=32) «
% g 43.8
% 40.0 35.3
Included in 1° endpoint Included in 1° endpoint = - x
analysis* (n=34) analysis* (n=32) :gi '
* Pre consolidation 3 § = .

BCR::ABL1IS =0.01% BCR::ABL1IS <0,0032%

Ottmann O, et al. Abs N 440 Depth of molecular response
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Toxicity Survival
Hematologic toxicity 2 grade 3 up to primary endpoint : .
g ty2g p to primary endp Event-Free Survival Overall Survival
L) 1,004 1,0
® 11 11 0904 0,904
2 080- 080+
) 8 0701 5 00
€ w 0 £ —
9 9060 7 0601
‘6 9 g 6
a 5 050+ & 0501
Bk - » 0 Median FU 13,8 months S Median FU : 14,3 months
° b 9 M
2 g (0,66-40,8) ; (0,66-40,8)
9 £ 0304 0301
0
* 0 020- 020-
010+ 0,10+
O'OO-I 1 I 1 1 1 1 1 I 1 0.00.1 1 1 |l T I 1 || 1 1
Anaemia Thrombocyltopenia Neutropenia Febrile Neutropenia L J LA n%%(mo,ﬁgs) LU L o W ﬁ,f?e(mo,ﬁﬁs) Jo8 W

u Ponatinib arm (n=36)  mImatinib arm (n=36)
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p 0 o malfan -
e Conclusion

= |In the context of the EWALL chemotherapy backbone, PON induces a non-significantly

higher molecular response rate than IM in older patients with de novo Ph+ALL

= The safety profile of PON was consistent with known AEs, with no increase in the rate
of withdrawal from study treatment compared to |IM

= Overall safety and tolerability of ponatinib and imatinib were equivalent

= Combining PON or IM with mild induction and intensive consolidation chemotherapy
was applicable with low toxicity even in an older population

= 'CNS-active " ID-MTX and HDAC consolidation cycles may have contributed to the
absence of CNS relapses to date

= Assessing the impact on survival will require longer follow-up
Ottmann O, et al. Abs N 440
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